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July 12, 2000

Susan Allen, MD ; o AT
Director, Division of Reproductive and Urologic Drug Products _....
Center for Drug Evaluation and Research (HFD-580)

Office of Drug Evaluation Il

Document Control Room I

5600 Fishers Lane ORIG

Rockville, MD 20857 | WAAMENDMENT o -

RE: NDA 21-288 M - -
Trelstar LA -

(triptorelin pamoate for injectable suspension) 11.25 mg
Request for waiver of the submission of pediatric use information

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,

2000. Trelstar™ LA is indicated for the palliative treatment of advanced prostate

cancer. In accordance with 21 CFR 314.55 (c)(2)(ii), we are hereby requesting a full

waiver for supplying safety and effectiveness information for Trelstar™ LA in a

pediatric population. The waiver is being requested since the number of pedlatnc

patients affected with advanced prostate cancer is so small that it would be

impossible to study the drug in this population. .

Please let me know if you have any questions.

Sincerely,

Siyuaige

Robert J McCormack, Ph.D. -
Vice President, Regulatory Affairs REVIEWS COMPLETED:

C& AL TON
(Jierms Civar Tveam

C86 INFIIALS DATE

554 Central Avenue « New Providence. NJ 07974 USA - 908/464-7500 « FAX: 908/464-7515




—————
—e————

" DEBIO RECHERCHE PHARMACEUTIQUE S.A.

June 27, 2000

Susan Allen, MD -
Acting Director, ) :
Division of Reproductive and
Urologic Drug Products

“Food and Drug Administration ‘ B
5600 Fishers Lane, HFD-580 : : .
Rockville MD :

RE: Communications regarding Trelstar™ LA
for the palliative treatment of advanced prostate cancer
NDA 21-288

Dear Dr Allen,
We wish to notify the agency of the following :

N. Peter Kostopulos, 1747 Pennsylvania Avenue N.W., Suite 300, Washington,

D.C. 20006, telephone (202) 296-4444, remains the registered U.S. agent for
Debio. R. P.

Dr Robert J. McCarmack, Vice President, Regulatory Affairs, Target Research g
Associates, 554 Central Avenue, New Providence, NJ 07974, telephone (908) 464

7500, fax (908) 464 7515, is taking care of all scientific and regulatory issues
related to NDA 21-288.

Therefore, as part of this NDA submission, we are hereby confirming that all written

and telephone communications regarding the above-mmientioned NDA be directed to
Dr McCormack at the location mentioned above.

Additionally, Debio R.P. confirms that it has authorized Dr McCormack to contact
the Agency on its behalf as the need arises related to the a;bove‘ NDA.

Kind regards,

CEO Debio R.P. - : e

DEBIO AR.P. 5.4, route du Levant 146, C.P. 358."CH-1920 MARTIGNY - Tél. 027/721 79 00 — Fax 027/721 79 01
Groupe DEBIQ., rue des Terreaux 17, C.P, CH-1000 LAUSANNE 9 -~ Tél. 021/311 21 60 ~ Fax 021/31% 21 69




' DEBIO RECHERCHE PHARMACEUTIQUE sa

Lausanne, 22 June 2001

Susan Allen, MD -
Food and Drug Aministration

Center for Drug Evaluation and Research
Office of Drug Evaluation Il

Director Division ot Reproductive and
Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-45

5600, Fishers Lane

Rockyville, Maryland 20857

USA

-

Ref.: Debio R. P. NDA 21-288 Phase 4 Commitment
Dear Dr Allen,

Based on the teleconference between Debio R. P. and FDA personnel on June
21, 2001, Debio R. P. hereby makes a Phase 4 commitment to collect
additional data concerning post-dosing testosterone levels in subjects treated
with the 84-day formulation of triptorelin. In order to do this, Debio R. P. will
conduct an open-label study in which 15-20 patients will each receive 3 doses
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension). Obtain
blood samples for the measurement of serum testosterone at the time of
screening, immediately prior to and 48 to 72 hours after the second and the
third doses of Trelstar™ LA. Entry criteria should include a screenmg
testosterone level > 5 nmol/l.

Sincerely, _ .

Dr. Piero Orsolini

CEO Debio R. P.
Administration: CH-1000 Lausanna 9, rue des Temeaux 17, case postale 211, téléphone +41/21 321 01 11, fax +41/21 321 01 69
- Laboraloire: CH-1920 Martigny, routs du Levant 146, case postale 348, téléphone +41/27 722 33 83, lax +4127 722 33 85
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June 29, 2001 o -{BL‘T

INA NN
,\'L’.’"‘x il

Susan Allen, MD preT
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation 11 ‘ |
Director, Division of Reproductive and Urologic Drug Products (HFD-580) , _
Parklawn Building, Room 17B-45 . ‘ ¥
5600 Fishers Lane. _ | 3 ;
Rockville, MD 20857 ' _ g

‘Re: NDA21-288 - ' -
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Final Submission of Revised Labeling

Dear Dr. Allen, |
.osed is the final revised labeiing for Trelstar™ LA 11.25 mg (triptorelin pamoate for

injectable suspension). All revisions requested by the agency have been incorporated - .

into this document. Also enclosed is a diskette containing the labeling text in Word 97. l

Please let me know if you have any questions.

Sincerely,

_bert McCormack, PhD
Vice President, Regulatory Affairs

REVIEWS CONPLETED

1 CSD ACTION:
H{Therrer Llnad W

Do) ALY ATE |

554 Central Avenve * New Providence, NJ 07974 USA » 908/464-7500 * FAX: 908/464-7515
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June 28, 2001

NDA ORIG AMENDMENT
Susan Allen, MD )

Food and Drug Administration w AP
Center for Drug Evaluation and Research

Office of Drug Evaluation II

Director, Division of Reproductive and Urologic Drug Products (HFD-580)

Parklawn Building, Room 17B-45 CoL -
5600 Fishers Lane

Rockville, MD 20857 - N

Re: NDA 21-288
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Submission of analytical methods validation and injection site information.

Dear Dr. Allen,

Please let me know if you have any questions.

-

Sincerely,

) el Pt

obert McCotmack, PhD
Vice President, Regulatory Affairs

REVIEWS COMPLETED

"0 ACTION:
b fiemer CInAL [Ovemo
' -

ArALS DATE

LR [ad I

foeein e Naw Providence. NJ 07974 USA » 908/464-7500 « FAX: 908/464-7515




a1 T_ARG;—
l""""‘m RESEARCH |
M....| ASSOCIATES _
“UNICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

ﬁ_—_.-\\_\( FoR U/,', N
, ,’-""\',-“" 4'6)
7~ ReCD
JUN 26 el
HFD-580

~

T R\QQ\

L

June 27, 2001 ' - o ' Neo.
%,
4”0

Susan Allen, MD

Food and Drug Administration —
Center for Drug Evaluation and Research Lo ) [‘7/ ! \
Office of Drug Evaluation II S '
Director, Division of Reproductive and Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-45

5600 Fishers Lane .

Rockville, MD 20857

-

Re: NDA 21-288

Trelstar™ LA 11.25 mg (tﬁptorelin pamoate for injectable suspension);
Submission of Revised Labeling

Dear Dr. Allen,

=nclosed is the revised labeling for Trelstar™ LA | 1.25 mg (triptorelin pamoate for
injectable suspension). All revisions requested by the agency have been incorporated
into this document. Also enclosed is a diskette containing the labeling text in Word 97.

Please let me know if you have any questions.

[ 1Rt Poomaal

Sincerely,

Obert Mc ormack, PhD
Vice President, Regulatory Affairs

354 Central Avenuve » New Providence, NJ 07974 USA 908/464-7500 o FAX: 908/464-7515
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LUNICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

June 25, 2001 . R B .

Susan Allen, MD
Food and Drug Administration o~ A
Center for Drugg Evaluation and Research NDA Qm 8 AM END MEN |
Office of Drug Evaluation II
Director, Division of Reproductive and Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-45

- 5600 Fishers Lane
Rockville, MD 20857

Re: NDA 21-288 | -
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Phase [V Commitment and CIOMS Report ‘

Dear Dr. Allen,
the Phase 1V study outlined in their letter.

page 151 of the Safety Report, dated October 24, 2000.

T - N Y

Please let me know if you have any questions.

HeSearon ORIGINAL

Enclosed is correspondence from Debio RP which hereby commits them to perf'orming .

In addition, as requested by FDA, is the CIOMS Report for patient #330051 listed on .

Sincerely, REVIEWS COMPLETED

- E 2—g e L £SC ACTION:
| [(Juerer [invar [CIvemo

Lioyd J. Baroody

Managing Director CSO INTALS -

DATE

Attachments

!554 Central Avenue o New Providence, NJ 07974 USA « ?08/464-7500 » FAX: 908/464-7515




| TARGET ORIGINAL .

RESEARCH
ASSOCIATES
CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

. | NDA OR!G AMENDMEN

June 19, 2001

Susan Allen, MD

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation II

Director, Division of Reproductive and Urologic Drug Products (HFD-580)

Parklawn Building, Room 17B-45
5600 Fishers Lane -
Rockville, MD 20857

Re: NDA 21-288

Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Complete Response to Package Insert Revisions request dated June 15, 2001.

Dear Dr. Allen,

This responds to a fax from Jeanine Best to Dr. Robert McCormack dated June 15, 2001
in which NDA 21-288 Package Insert revisions were requested. This provides the

revised Package Insert in both hard copy as well as in Word 97.

Sincerely,

jeske ngy
. Lloyd J. Baroody
Managing Director

REVIEWS COMPLETED

C3C ACTION:
CIEmsR CInar [Juemo

CSO iNITIALS DATE

554 Central Avenue ® New Providence, N) 07974 USA ¢ 908/464-7500 ¢ FAX: 908/464-7515
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

June 19, 2001

Susan Allen, MD

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation II

Director, Division of Reproductive and-Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-45

5600 Fishers Lane -
Rockville, MD 20857 h -

Re: NDA 21-288

Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Complete Response to Medical Information Questions dated May 25, 2001.

Dear Dr. Allen,

I previously sent you a package dated June 7, 2001 providing a response to medical
information questions dated May 25, 2001 regarding the subject NDA. It has been
brought to my attention that there were several unintentional omissions to this response -
due to clerical error. Specifically, (1) we had not signed the Form 356h, (b) a software
error caused the first line of each FDA question to be deleted, which was repeated in each
Question tab before the response (Note that the response was unaffected), and (c)
Appendix 5 to which was referred in Question 7 was missing; this appendix represented
the Irish and French SmPCs. Accordingly, we would be most grateful if you would
kindly replace the June 7, 2001 package with the enclosed corrected package. We regret
the inconvenience this may have caused you.

]

Sincerely, Rg\ngws COMFLENED

mt—

~ e

w — _ GSG ACTEMN. Dmemb

werTern CINAL
Lloyd J. Baroody U
Managing Director /—-—DPAT-E
ging cso INMTALS

554 Central Avenue ® New Providence, NJ 07974 USA o 908/464-7500 « FAX: 908/464-7515
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NDA ORIG AMERD ST

“

June 7, 2001

Qusan Allen, MD

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation 11

Director, Division of Reproductive and Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-43 A

5600 Fishers Lane f\) - V A ..
Rockville, MD 20857 .

Re: NDA 21-288
Trelstar™ LA 11.25 mg (triptorelin parnoate for injectable suspension),
Complete Response 10 Medical Information Questions dated May 25, 2001.

Dear Dr. Allen,

Enclosed, in duplicate, we are hereby submitting on behalf of Debio RP a comp_letc |
response 10 Medical Information Questions dated May 25, 2001.

Please let me know if you have any questions.
Sincerely,
COoo> ~ — o

Lloyd J. Baroody
Managing Director

REVIEWS COMPLETED

GSO ACTION:
CJuerrer TInad Cvemo

i

CS0 INMALS DATE

i
!
;

'554 Central Avenue ® New Providence, NJ 07974 USA * 908/464-7500 * FAX: 908/464-7515
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June 1, 2001

Susan Allen, MD

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation I

Director, Division of Reproductive and Urologic Drug Products (HFD 580)
Parklawn Building, Room 17B-45

5600 Fishers Lane

Rockville, MD 20857

Re: NDA 21-288 T

Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension); -
Second submission of mock-up container closure labeling.

LR ... - AR A IR ¥ 8

Dear Dr. Allen,

Reference is made to the above NDA and to the submission dated May 21, 2001 in which
mock-up container closure labeling was submitted to the agency. The mock-ups
submitted at that time did not contain the color scheme nor were all mock-ups supplied
with the dimension specifications. Based on this, we are hereby submitting, in duplicate,
on behalf of Debio RP, revised mock-up container closure labeling which shows the color

scheme and all dimension specifications. The container closure labeling being submitted
is as follows:

- Carton for the vial alone packaging configuration
- Label for vial containing triptorelin pamoate

- Label for pre-filled s 1ynngc

- Label for Debioclip " blister pack

- Outer carton for single dose vial plus Debioclip ™

These enclosed mock-up container closure labels supercede those provided in the
previous submission dated May 21, 2001.

Please let me know if you have any questions.

- REVIEWS COMPLETED

obert McCormack, PhD
Vice President, Regulatory Affairs

1 €50 ACTION:
Cerer Civar v

| CSO INTIALS DATE }
554 Central Avenve * New Providence, NJ 07974 USA » 90 - - 4.7515
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LINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

June 1, 2001 ~

Susan Allen, MD V> e
san Allen,

F(l)lod and Drug Administration NDA QR AMENR®ENT N

Center for Drug Evaluation and Research .

Office of Drug Evaluation I

Director, Division of Reproductive and Urologic Drug Products (HFD-580)

Parklawn Building, Room 17B-45

5600 Fishers Lane

Rockville, MD 20857

Re: NDA 21-288 ) -
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Revised Stability Dissolution Specification

Dear Dr. Allen,

As per the discussion during the teleconference with Dr. David Lin and Mrs Jeanine Best
on May 30, 2001, Debio RP hereby agrees to modify the in vitro dissolution registration
(stability) specifications in the following way : '

Parameter Release specification Registration (Stability),
Specification
unchanged new "
In vitro dissolution 1 hr L \% _ (O ) % i
48 hr \ \% \ Yo
72 hr L % | ¥ 1%

The NDA pages concerned by the modification are pp. 153 and 249, Vol 1.2 --

Please let me know if you have any questions. REVléws COMPLE:rEE

Sincergly,

CSO ACTION:
I Oleerer Cvai [T

bert McCormack, PhD
Vice President, Regulatory Affairs CSO INITIALS DATE

554 Central Avenue » New Providence, NJ 07974 USA o 908/464-7500 » FAX: 908/464.7515
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NDA GRIS AMEMD ST

May 21, 2001 ~ . @RIG‘NAL T

" Susan Allen, MD
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation II
J Director, Division of Reproductive and Urologic Drug Products (HFD-580) - -
Parklawn Building, Room 17B-45
5600 Fishers Lane - =
Rockville, MD 20857 .

-

Re: NDA 21-288
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Submission of mock up container closure labeling.

Dear Dr. Allen,

In advance of the agency taking an action on NDA-21-288, we are hereby submitting in
duplicate on behalf of Deblo RP, the following mock up container closure Iabelmg
related to the Trelstar ™ 3-month formulation:

- Carton for the vial alone packaging configuration : T
- Label for vial containing triptorelin pamoate '

- . Label for pre-filled s 1ynnge
- Label for Debioclip " blister pack

- Outer carton for single dose vial plus Debioclip ™

Please let me know if you have any questions.

Singerely,

REVIEWS COMPLETED

€S0 ACTION:

obert McCormack, PhD
. dJwermer CINAL [Ivemo

Vice President, Regulatory Affairs

1 cso mmats DATE

554 Central Avenue * New Providence, NJ 07974 USA ¢ 908/464.7500 » FAX: 908/464-7515
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CUNICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

May 14, 2001

v e
,".‘,.__‘:‘.,
v Iale

— P

Susan Allen, MD

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation 11

Director, Division of Reproductive and Urologic Drug Products (HFD-580)

Parklawn Building, Room 17B-45 NEW CORRESP
5600 Fishers Lane ~ . :
Rockville, MD 20857 ) ] S

Re: NDA 21-288
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Electronic submission of figures contained in Human PK and Bioavailability
Technical Data Section Summary.

Dear Dr. Allen,

Enclosed as requested by Jeannine Best are two diskettes containing the four figures
associated with the Human Pharmacokinetic and Bioavailability Technical Data Section
Summary.

Please let me know you have any questions.

Sincgrely,

obert McCormack, PhD
Vice President, Regulatory Affairs REVIEWS COMPLETED
Cer ,"’1‘1‘1"
LdneT7ER N s [Juemo

554 Central Avenue ® New Providence, NJ 07974 USA » 908/464-7500 » FAX: 908/464-7515
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Susan Allen, MD -~

Food and Drug Administration

Center for Drug Evaluation and Research

Office of Drug Evaluation II

Director, Division of Reproductive and Urologic Drug Products (HFD-580)

Parklawn Building, Room 17B-45

5600 Fishers Lane _
Rockville, MD 20857 . o

Re: NDA 21-288

Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Response to question raised by the reviewing Microbiologist.

Deér_Dr. Allen,

Listed below, as requested by telephone from reviewing microbiologist, Dr. Davxd
Husson, is a brief summary of the sterility testing preformed on the Debioclip™
packaging configuration.

The presentation of Trelstar ™ LA 11.25 mg triptorelin pamoate consists of a Debioclip
Mand a sterilized single use vial. The Debioclip ™ consists of a sterilized
pre-filled glass syringe containing 2 mL sterile water for injection, supplied by . . -
. . The triptorelin pamoate vial is manufactured by
Debio RP and | is performed by , After
sterilization the vials are tested and released by Debio RP accordmg to the testing
described in Vol. 1.2 (page 158) of the NDA. -

The pre-filled syringes are tested for sterility bm:according to

USP 24 test # <71> using the membrane filtration method. The pre-fitted syringes are

then shipped to Debiotech (Switzerland) with a certificate of analysis. A outlined in

DMF " Debiotech tests and releases each incoming lot of pre-filled syringes -
including performing sterility testing at a contract facility. Y according to”

USP 24 <71>. The Debioclips are then packaged individually in a blister package, sealed

witha  "“coverand _ sterilized using . ‘ ). After

sterilization, representative samples of the Debioclip ™are sent to for

554 Central Avenue ® New Providence, N) 07974 USA » 908/464-7500 » FAX: 908/464-7515




sterility testing according to This SOP and validation of the
test methods were reviewed and found to be acceptable by FDA during their inspection
which took place on April 4 and 5, 2001. Sterility testing is performed by the
method as defined in the USP. Briefly, sterility testing is conducted by

and removing the Debioclip ™ from the packaging unit. One mL of
the water for injection is dispensed from each syringe through the attached needle into
sterile media. For each batch 20 samples are evaluated for sterility in o
media and 20 samples in . ., ‘media. At the same timeduplicate

. of the media, test sample and recommended test

organisms in each media and incubation condition are prepared. Positive controls of
media and the test organisms are prepared in and negative comntrols of media
alone are also prepared in . -

After testing and release of the : sterilized pre-filled syringes, the .
vials are placed in the empty space of the Debioclip ™ blister.

Please let me know if there are any questions about the enclosed information.

Sincerely,

RoSen McConﬁack, PhD
Vice President, Regulatory Affairs

REVIEWS COMPLETED

CEI ALTILN,

CheoTer | Inad (L MEMO

CSO INITALS

DATE
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April 27, 2001

Susan Allen, MD

Food ang Drug Administration

Center for Drug Valuation g Res
Office of Dry

earch
8 Evaluatjop I
Directo;, Div

ision of Reproductive
Parklawn, g

uilding, Room 17B.45
5600 Fishers Lane

Rockvi”e, MD 2085 7

Re: NDA 21-288

Trelstartm LA 1135 mg (m'ptorelin Pamoate £, injectable sus
Complete esponse 1o Questiong feceived jp 4 facsim;

Dear Dr. A len,

REVIEWS COMPLETED

CSO ACTINN: ~
Olierter sy, _Inmeno
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

«  April6,2001 OR\G\NAL .

Susan Allen, MD
Food and Drug Administration U C
Center for Drug Evaluation and Research
.Office of Drug Evaluation II
Director, Division of Reproductive and Urologic Drug Products (HFD-580)
Parklawn Building, Room 17B-45
5600 Fishers Lane ‘ Co
Rockville, MD 20857
Re: NDA 21-288
Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Response to medical information request dated April 3, 2001

Dear Dr. Allen,

This letter is to acknowledge receipt of the medical information request dated April 3,
2001 which was faxed to Target Research Associates on the same date.

We plan to provide a complete response to the agency no later than Apnl 30, 2001.. Also,
due to the amount of data which needs to be submitted, we understand that the secondary

user fee date of June 29, 2001 will be used to take an initial action on the application.

Please let me know if you have any questions.

Robert McCormack, PhD : L .
Vice President, Regulatory Affairs v

Sincerel

- REVIEWS COMPLETED

CSO ACTION:
Cleermer CInar Ivemo

CSO INITIALS )i 1 B

Y - ¥
5§54 Central Avenue » New Providence., NJ 07974 USA « 908/464-7500 « FAX: 908/464-7‘%“5§
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

March 5, 2001

Susan Allen, MD :
- Director, Division of Reproducuve and Urologlc Drug Products (HFD S8N

Parklawn Building, Room 17B-45

5600 Fishers Lane ORIG AMENDMENT

Rockville, MD 20857 : T

iz o -
Re: NDA 21-288

Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension);
Response to deficiencies regarding Debioclip™ packaging configuration

Dear Dr Allen

This letter in conjunction with the submission dated February S5; 2001 providesa
complete response to deficiencies regarding the Debioclip packaging configuration which
were cited in Discipline Review Letter from Moo-Jhong Rhee, PhD, received via

facsimile on January 11, 200. In addition as requested in the FDA letter dated January 12,
2001 for the Debioclip supplement for NDA 20-715 (Trelstar ™ 3.75 mg), we are also
enclosing revised labels with the statement “Sterile Water for Injection, USP” (see point

#2 of this letter).

1. The integrity test of the Debioclip ™ and its blister package with . . *cover have
not been documented in the NDA.

a. Please provide a summary of the methods, acceptance criteria and results that
show the integrity of the blister package and its _ cover.

Packaging validation studies for the Debioclip™ blister package were performed -
by the

. These studies characterized both the packaging materials
and the assembled blister package and included:

REVIEWS COMPLETED

CS0 ACTION:
CJeemer Cinvat [IMemo

CSO INITIALS DATE

554 Central Avenue » New Providence. NJ 07974 USA » 908/464-7500 « FAX: 908/464-7515
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

: ( RECH, )
) ' ' PN JAH 30 2
January 29, 2001 . - _ SR G . -
SO I l\\h"\ L 2 HFD-580
Susan Allen, MD Y,

Director, Division of Reproductive and Urologic Drug Products
Center for Drug Evaluation and Research (HFD-580)

Office of Drug Evaluation II : : -
Document Control Room : -

5600 Fishers Lane i
Rockville, MD 20857 OﬁlG/gﬂE/N _
RE: NDA 21-288 -

Trelstar’ LA 11.25 mg
(triptorelin pamoate for injectable suspension)
Response to FDA Clinical Information Request dated January 8, 2001

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29, 2000, and to
the January 8, 2001 telephone request memorandum of Ms. Jeanine Best for additional clinical
information.

On behalf of Debio RP, we are submitting in duplicate, the following responses to the January 8,. .
2001 request. Listed below are the FDA requests for information (in italics) followed by Debio
RP’s response:

-

Request
1 Please document all protocol deviations involving dosing; specifically all listed in Data

Listing 16.2.2 that affected classification or censoring of a patient.

Response:

Protocol violations invol'ving dosing, in Data Listing 16.2.2, are documented in Table 14.1.1.5
(NDA 21-288 Vol./Page 1.17/108-109) and Table 14.1.1.6. (1.17/110). These tables include

classification or censoring of patient. Tables 14.1.1.5 and 14.1.1.6 have been mcludﬁ_m_m‘s
submission as Attachment # 1.
REVIEWS COMPLETED
CSO ACTION:
Dherer [Inal CIMEMO
GSOINITIALS DATE

554 Central Avenue » New Providence. NJ 07974 USA « 908/BX=7500 *» FAX: 908/464-7515




NDA 21-288
Responses to FDA telephone contact of January 08, 2001

Request
2 Please resolve apparent inconsistencies between data listing 16.2.2 regarding dosing
violations and the electronic dosing file . and the paper dosing listing (Data

Listing, 16.2.5.2). In particular, dqsing (cross over violations) for patients 2006, 15025,
and 9015 are referred to in listing 16.2.2, but do not appear in Jisting 16.2.5.2.

Response:

There are no inconsistencies. Electronic dosing file ™  includes the study drug formulation
administered at each visit. The information is in variable ' .» whose codes
are ‘ Crossover cases are thus

identifiable. Details for patient 9015 are in NDA 21-288 Vol./Pége 1.17/051 and included in this .

submission as Attachment #2.

Data Listing 16.2.5.2 does not display the study drug actually administered at each visit, but only..

the treatment group the patient was allocated to. Study drug administered is provided in response
to Question # 3 below, as it is not available in the study report data _listings.

Request

3. Please expand Electronic File =~ - .0 include the
injection data (calendar date), the actual study day, and the difference between the actual
- day and the target day.

Response:

Requested information has been added in the electronic file " (see Attachment # 3) to

contain: injection data calendar date that is in variable namer . ,» actual study

day in variable * . difference between the actual day and target day in

variable :

Please let me know if you have any questions or need additional information.

Sincerely,

Robert J. McCormack, Ph.D. _ -
Vice President, Regulatory Affairs




il TARGET U Al
RESEARCH e
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

Susan Allen, MD 25" JanTiTy 2001
Acting Director

v US Food and Drug Administration
Division of Reproductive and"Urologic Drug Products
Division Document Room
Center for Drug Evaluation and Research (HFD-580)
Office of Drug Evaluation II

5600 Fishers Lane ORIG AMEND ENT
Rockville, Maryland 20857 _ ﬁ -
RE: NDA 21-288

Trelstar™ LA 11.25 mg

(triptorelin pamoate for injectable suspension)
Submission of additional information requested by FDA’s Medical Officer -

Dear Dr. Allen: ) -
On behalf of Debio Recherche Pharmaceutique S.A., we are submitting in duplicate the-
following information, which we believe constitutes a complete response to the 21*

December 2000 request made by FDA’s Medical Officer.

Enclosed you will find:

Form FDA 356h
« Response to FDA letter of December 21, 2000, re: NDA 21-288
« Attachment #1 - One diskette containing the SAS export file * ., asrequired.
« Attachment #2 - A paper copy of data listing 16.2.8.2 for . __ asrequired.
- Attachment #3 - One diskette containing the SAS export file * ", as required. -
« Attachment #4 - A paper copy of testosterone lab data for SAS export file

" as required.

« Attachment #5 - One diskette containing the SAS export file ', as required. N
Note that the file “contains data pertinent to both questions #4 and #5; date of

sample = visit date, as required in question #5.b).

Thank you for your consideration. We look forward to a favorable response

Respectfully submitted, REVIEWS COMPLETED

CSOACTION:
CJwerrer [CInal. CIMEmo

ary .D., CQE
Sent egulatory Affairs and Quality Systems
Target Research Associates CSO INITIALS DATE

554 Central Avenue « New Providence., NJ 07974 USA « 908/464-7500 » FAX: 908/464-7515




1l TARGET

RSCOCIATES OR scnw

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS
December 15, 2000°

- Susan Allen, MD
Director, Division of Reproductive and Urologie Drug Products
- Center for Drug Evaluation and Research (HFD-580) -
Office of Drug Evaluation [l
Document Control Room - . A
5600 Fishers Lane Gius. oo 2T
Rockville, MD 20857

RE: NDA 21-288
Trelstar” LA
. (triptorelin pamoate for injectable suspension) 11.25 mg e
Request for electronic information

Dear Dr. Allen: B -

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 289,
2000, and to the December 13, 2000 telephone request of Ms. Jeanine Best for
additional information on behalf of the medical reviewer.

On behalf of Debio RP, we are submitting in duplicate, the following mformatlon in
response to the December 13, 2000 request:

e One diskette containing one compressed zipped file (Word 97) of
narratives and text tables which appear in NDA 21-288 Volume 26 pages
1-96 and tables 14.2.1.1 to 14.2.1.14 which appear in Volume 29 pages
183-202. T

e One diskette containing electronic copies of the Overall Clinical and
Statistical Summary and the Integrated Summary of Safety (Word 97).

Please let me -know if you have any questions or need additional information.

Manager, Regulatory Affairs

G RETALS oLl

554 Central Avenue * New Providence. NJ 07974 USA ¢« 908/464-7500 » FAX: 908/464-7515




[—
- o HECHERCHE PHARMACEUTIQUE S.A.

October 24, 2000

Dr. Susan Allen OT\‘ \‘"““H\L

Acting Director

Division of Reproductive and Urologic Drug Products (HFD-5 80)
~ Office of Drug Evaluation I, | . “_ -

Center for Drug Evaluation and Research

U.S. FOOD AND DRUG ADMINISTRATION oniG AMEND -~

5600, Fishers Lane MT

Rockville, MD 20857 B

Re: NDA 21-288, Trelstar™ LA 11.25 mg 6 c
Triptorelin pamoate, 11.25 mg for injectable suspension

Dear Dr. Allen, _ ST

Pursuant to 21 CRF 314.50(d)(5)(vi)(b), Debio R.P. is submitting herewith, in duplicate, the 120
Days Safety Update Report for Trelstar™ LA 11.25 mg, NDA 21-288. This safety report covers
the period from September 6, 1999 to September 29, 2000, and includes adverse experiences from
‘ clinical studies as well as from post-marketing surveillance. No new animal safety studies have

been conducted with Trelstar™, therefore, the enclosed report presents only safety information
from humans. ' : "

We understand that all information contained therein, otherwise made public by Debio R.P,, is
CONFIDENTIAL.

If you have any questions about the enclosed information, please do not hesitate to contact:

Target Research Associate Inc.

554, Central Avenue

New Providence, NJ 07974

Phone: (908) 464 75 00 . -

Fax: (908)46475 15
REVIEWS COMPLETED
Sincerely,
SO ACTION:
N CJerer OOnal. [Cvemo
Piero Ursolini CSO INITIALS DATE
President & CEQ, Debio R.P. —

. Enclosure : ment.

DEBIO.R.P. S.A, route du Levant 146, C.P. 368, CH-1920 MARTIGNY - Tél. 027/721 79 00 - Fax 027/721 79 01
Groupe DEBIQ, rue des Terreaux 17, C.P. 21 1, CH-1000 LAUSANNE 9, Tél. 021/321 01 11 — Fax 021/321 01 69

e
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RESEARCH ORIGINAL

n ASSOCIATES

CLINICAL RESEARCH, REGULATORY' AFFAIRS & BIOSTATISTICS
October 4, 2000 -

Susan Allen, MD

Director, Division of Reproductive and Urologic Drug Products_
Center for Drug Evaluation and Research (HFD-580)

Office of Drug Evaluation il —
Document Control Room : -

5600 Fishers Lane AMENDMENT - —

Rockville, MD 20857 oma il ;

RE: NDA 21-288 é/ '/ '
Trelstar LA

_ (triptorelin pamoate for injectable suspension) 11.25 mg
" Request for testosterone analysis

Dear Dr. Allen: - i

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,
2000, and to the August 16, 2000 telephone request of Ms. Jeanine Best for
additional information on behalf of the medical reviewer.

 On behalf of Debio RP, we- are submitting in duplicate, the following information
which we believe constitutes a complete response to the August 16,2000 request: =~

- o A diskette containing one electronic file of testosterone data in : '
obtained from analysis of frozen serum samples from a subset of pat:ents ,
in Study 96-TRI-01 (first phase). A paper copy of the i s
also included in this submission. :

» Background information and a brief summary of the analysis results (paper -
copy only).

¢ A description and definition of the varlables used in the
(paper copy only).

Please let me know if you have any questions or need additional information.

REVIEWS COMPLETED -

SO ACTION:
Oermer OOnar Cwewo

I

CSO INITIALS - DATE

e

Mahager, Re'gulat'ory Affairs

554 Central Avenue « New Providence, NJ 07974 USA « 908/464-7500 « FAX: 908/464-7515
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SRHEH,  ORICINAL.

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

September 7, 2000 R E -

Susan Allen, MD N
Acting Director, Division of Reproductive and Urologic Drug Products
Center for Drug Evaluation and Research (HFD-580)
Office of Drug Evaluation li

Document Control Room AmeSp
5600 Fishers Lane NEW CORTESP

Rockville, MD 20857 | /L/ C

RE: - NDA 21-288
Trelstar” LA -
(triptorelin pamoate for injectable suspension) 11.25-mg
Submission of USAN approval

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted on June 29, 2000 for Treilstar™ LA in
the palliative treatment of advanced prostate cancer. On behalf of Debio RP, we are
submitting, in duplicate, the USAN approval notification for triptorelin pamoate as part of the
official record for NDA 21-288.

Please contact me if you should have any questions regarding this submission.

Jill A, Powers, RAC
Manager, Regulatory Affairs

Py o e aae e e oo

o)

T,

"<
U

554 Central Avenue » New Providence. NJ 07974 USA + 908/464-7500  FAX: 908/464-7515




" TARGET -
il ASSOCIATES URIGINAL

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS
September 5, 2000

Susan Allen, MD .

Director, Division of Reproductive and Urologlc Drug Products -
Center for Drug Evaluation and Research (HFD-580)

Office of Drug Evaluation |

Document Control Room et
5600 Fishers Lane GiAvs st

Rockville, MD 20857

>
RE: NDA 21-288 //j/
- Trelstar ‘LA :

(triptorelin pamoate for injectable suspension) 11.25 mg
Request for additional Biopharmaceutics information -

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,
2000, and to the August 16, 2000 telephone request of Ms. Jeanine Best for
idditional biopharmaceutics information.

On behalf of Debio RP, we are submitting in duplicate, the following information in
response to the August 16, 2000 request.

¢ One diskette containing electronic files of data in ’ from each
PK and PD study submitted in NDA 21-288. The files being submitted are
for studies 95TRI-01, 96TRI-01 and 99TRI-01 and are named using the
applicable study number.

« A printout which describes the for each of the above mentioned
electronic files.

e A second diskette containing individual study” synopses for the above
mentioned studies, and the Human PK and Biopharmaceutics Summary
submitted in NDA 21-288.

Please let me know if you have any questions or need additional information.

< i
Jl A Powers, RAC e CL
Manager, Regulatory Affairs 3 U EYPUE R ;

54 Central Avenue » New Providence, NJ 07974 USA « 908/464-7500 » FAX: 908/464-7515




TARGET ORIGINAL

l

|

ASSOCIATES
CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS I
ATE TN
August 23, 2000 . T T ‘ \ RUS ¢ /7 2009 :
Susan Allen, MD ) \‘
Director, Division of Reproductive and Urologic Drug Products . —_
Center for Drug Evaluation and Research (HFD-580)
Office of Drug Evaluation I} )
Document Control Room ORIG AMENDMENT

5600 Fishers Lane ) =7
Rockville, MD 20857 // -

RE: NDA 21-288
Trelstar” LA -
(triptorelin pamoate for injectable suspension) 11.25 mg
Request for additional information

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,

2000, and to the August 16, 2000 telephone request of Ms. Jeanine Best far

additional chemistry, medical and biopharmaceutics information.
On behalf of Debio RP, we are submitting in duplicate, the following partial response

to the August 16, 2000 request. Listed below is the FDA request for mformatlon (in
boldface type) followed by Debio RP’s response (in italics).

Chemistry

1. In Volume 1.2 of the NDA, page 278 concerning the Environment

Assessment exclusion, there appears to be a typographical error. It is
assumed by the agency that the NDA referenced should be 20-715 not .

We confirm that there is a typographical error in Volume 2 on page 278. The

"NDA reference should be 20-715 not . -

2a. In Volume 1.2, pages 275-277, please clarify which method was used to
manufacture the clinical, validation, and biopharm batches,

T v e,
it S LTl PTCPN

REVIEWS Siopac }

——————— ..

— e —

£SO TSNS ]

£ ok N ;
DL PR Tmag [ _imemo

554 Central Avenue « New Providence, NJ 07974 USA -« 087246476602 EAX. 908/4¢
CSO INITIALS DATE

-7515




" Dr. Susan Allén Page 2
August 23, 2000 .

We confirm that all the batches have been produced with the _. . |
as mentioned on the top of page 277 (Volume 1.2). -

On page 276 (Volume 1.2) the stated . " used to produce the
batches is mistakenly identified in the table by the Debio
The following is a clarification:
All of the batches have been produced using
The batches DLGSD3-95-21, DLGSD3- 95-22, DLGSD3 96-24 and

DLGSD3-97-25 have been produced with which is the
original equipment and is used only " For-historical reasons,
this is referred to intemally by Debio as The batches 4123A9901,
D303D67J9, D303D68J9, D303D69K9 and D303D01EQ0 have been produced with
This
-is referred to internally by Debio as Both
_ have the same - components and
characteristics. '

2b. In addition, on page 132, it appears that a mixture of methods is described,

please clarify.

The description of the manufacturing of bulk microgranules on page 132 (Volume

1.2) is correct. There is no discrepancy between the procedure as outlined in

NDA " and the procedure outlined in NDA 21-288. The ratio of peptide vs.

polymer in the one month formulation (NDA 20-715) is roughly while the ratio

of peptide vs. polymer in the three month formulation (NDA 20-715) is roughly
The intended ratio between each formulation is .

3. When will stability be updated?

The next sample points for stability will be as outlined in the table below:

BATCH NUMBER TIME POINT DATE
DLGSD3-97-25 Months Sept 2000
D303D67J9 Months . Sept 2000
D303D68J9 . Months Sept 2000
D303D69J9 Months Sept 2000
D303D0O1EOD Months Sept 2000

Updated stability results will be submitted to the NDA at the end of October 2000.

Clinical/Medical

4. If there is frozen serum remaining from Center No.1, please analyze it for
testosterone levels.




Debio will analyze the serum for testosterone levels and submit the results to the
agency.

Please be advised that this is a partial response to the August 16 request. The
biopharmaceutics information will be sent as soon as it is available.

Please let me know if you have any questions or need additional information.

- Sincerely, . I ' ]

Robert J Mciormack, Ph.D. ( Gﬁ:
Vice President, Regulatory Affairs
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

“

pee b

August 17, 2000 - i OR'GlNAL -

Susan Allen, MD
Director, Division of Reproductive and Urologic Drug Products. — \
Center for Drug Evaluation and Research (HFD-580)

Office of Drug Evaluation ||
Document Control Room
5600 Fishers Lane
Rockyille, MD 20857

R AV ENUMEN

L/ L
/- _
RE: NDA 21-288 .

Trelstar’ LA .
(triptorelin pamoate for injectable suspension) 11.25 mg -

Request for additional information
Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,
2000, and the August 15, 2000 telephone request of Ms. Jeanine Best for an “
electronic copy of the draft labeling submitted in NDA 21-288. On behalf of Debio RP -
we are submitting, in duplicate, the above requested draft labeling in Word format.
Please let me know if you have any questions or need additional information.

Sincerely,

WMoy

Robert J McCormack, Ph.D.
Vice President, Regulatory Affairs

P emm—— e .

554_Ce’ntro| Avenue * New Providence. NJ 07974 USA - 908/464-7500 «"FAX: 908/464-7515
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ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

«

July 12, 2000 h ) 't )

y k [-_\ \ \ —
Susan Allen, MD -
Director, Division of Reproductive and Urologic Drug Products = ™
Center for Drug Evaluation and Research (HFD-580) g
Office of Drug Evaluation i e S
Documgnt Control Room EJ'JI. 13 IG?C-
5600 Fishers Lane \2 MFS-)

Rockville, MD 20857

/'7,1 Ve -, 57 .
RE: NDA 21-288 . R
Trelstar LA i
(triptorelin pamoate for injectable suspension) 11.25 mg -
Request for additional information NEW CORRESP
Dear Dr. Allen: MC

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,
2000, and the July 6, 2000 telephone request of Ms. Lana Pauls for supplemental —
information for the Certification of Investigator Financial Interests submitted in NDA
21-288. On behalf of Debio RP we are submitting, in duplicate, the attached
information requested by Ms. Pauls.

Please let me know if you have any questions.

Sincerely,

Robert J McCormack, Ph.D
Vice President, Regulatory Affairs

Coor .

WS LoMey ETen |
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554 Central Avenue * New Providence, NJ 07974 USA + 908/464-7500 » FAX: 908/464-7515
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l RESEARCH
ASSOCIATES

CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

. July 12, 2000
Susan Ailen, MD ' -
Director, Division of Reproductive and Urologic Drug Products - ——
Center for Drug Evaluation and Research (HFD-580) '
Office of Drug Evaluation i
Document Control Room )

5600 Fishers Lane m
Rockville, MD 20857 : AMENDMENT e e

RE: NDA 21-288 M | SN
Treistar” LA Sl )
(triptorelin pamoate for injectable suspension) 11.25 mg )
Request for waiver of the submission of pediatric use information

Dear Dr. Allen:

Reference is made to Debio RP NDA 21-288 submitted to the agency on June 29,
2000. Trelstar™ LA is indicated for the paliiative treatment of advanced prostate
cancer. In accordance with 21 CFR 314.55 (c)(2)(ii), we are hereby requesting a full
waiver for supplying safety and effectiveness information for Trelstar™ LA in a.
pediatric population. The waiver is being requested since the number of pediatric
patients affected with advanced prostate cancer is so small that it would be
impossible to study the drug in this population.

‘ Please let me know if you have any questions. -

Sincerely,

g Yiruact [gp

Robert J McCormack, Ph.D. .
Vice President, Regulatory Affairs REVIEWS COMPLETEh

CO0 ACTCN
CJiermen DINaL Tl

CROINTDALS DATE

554 Central Avenue * New Providence. NJ 07974 USA « 908/464-7500 * FAX: 908/464-7515
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CLINICAL RESEARCH, REGULATORY AFFAIRS & BIOSTATISTICS

* June 29, 2000

Susan Allen, MD -
Acting Director, Division of Reproductive and Urologic Drug Products
Center for Drug Evaluation and Research (HFD-580) -
Office of Drug Evaluation |l

Document Control Room

5600 Fishers Lane

Rockville, MD 20857

RE: Debio Recherche Pharmaceutique S.A.
NDA 21-288
Trelstar” LA :
(triptorelin pamoate for injectable suspension) 11.25 mg
Indication: Palliative treatment of advanced prostate cancer
Initial filing of NDA 21-288

Dear Dr. Allen:

Persuant to 21 CFR 314.50, we are, on behalf of Debio Recherche Pharmaceutique -
SA (Debio, R.P.) submitting in duplicate a New Drug Application, NDA 21-288 for
Trelstar™ LA (triptorelin pamoate for injectable suspension) 11.25 mg.

Triptorelin pamoate is a synthetic decapeptide agonist analog of naturally occurring
luteninizing hormone releasing hormone (LHRH) which acts as potent inhibitor of
gonadotropin secretion when given continuously and in therapeutic doses. Trelstar™
LA is a long acting suspension containing a pamoate salt of triptorelin. It is intended

as an intramuscular injection to be administered every 84 days as a palliatve - -

treatment of advanced prostate cancer. Trelstar™ Depot; a one month formulation of
triptorelin pamoate (NDA 20-715) was approved June 15, 2000, also as a palliative
treatment of advanced prostate cancer. -

This NDA contains a single adequate and well-controlled trial (DEB-96-TRI-01 first
phase) which compares the safety and efficacy of the proposed three month
formulation (Trelstar™ LA) to the approved one month formulation (Trelstar™ Depot).
Reference is made to the June 23, 2000 pre-NDA teleconference between the
Agency and Debio, R.P. where it:was agreed that study DEB-96-TRI-01 first phase -
was adequate for filing of the NDA and that information for this submission could, in
part, be incorporated by cross-reference to the approved NDA 20-715. This
application consists of 60 volumes and contains the required information as per 21
CFR 314.50. We have provided both a complete archival copy and a review copy of

554 Central Avenue * New Providence. NJ 07974 USA 908/464-7500 » FAX: 908/464-7515




the volumes. We have also included 6 desk copies of volume. 1.1 (Application

Summary) so that it can be supplied to each reviewer and supervisory personnel as
appropriate. All CRFs and case report form tabulations have been supplied on CD-

ROM in accordance wuth FDA guidelines and are located in volumes 1.58 to 1.60 of
the archival copy.

~ We trust that the information submitted in this NDA is complete for review. _

Please let me know if you have any quest'ons regarding thls app!ucatlon or need -
additional information.

Sincerely,

. C
% Qm C@m@cﬁc/%@
Robert J. McCormack, Ph.D
Vice President, Regulatory Affairs
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/: DEPARTMENT OF HEALTH & HUMAN SERVICES Publ}c Health Service
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"'JR - Food and Drug Administration

Rockville MD 20857

.- . -

NDA 21-288

—

DISCIPLINE REVIEW LETTER

- ermam—

Debio Recherche Pharmaceutique S.A.

c/o Target Research Associates -~
Attention: Robert J. McCormack, Ph.D.

Vice President, Regulatory Affairs

554 Central Avenue

New Providence, NJ 07974 ' B

4 L]

Dear Dr. McCormack -
Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act for Trelstar™ LA 11.25 mg (triptorelin pamoate for injectable suspension).

Our review of the microbiology section of your submission is complete, and we have identified the following
deficiencies:

1. The integrity test of the Debioclip™ and its blister package with cover has not been documented in
the NDA.

a. Please provide a summary for the methods, acceptance criteria and results that demonstrate the
integrity of the blister package and its ' ' cover.

b. Please discuss any exposed critical parts of the Debioclip™ (for example, the needle), and those
barriers to prevent product contamination during use in the clinical setting after the ' cover
has been removed.

2. Please provide the bacteriostasis and fungistasis test methods and results for the sterility test for the new
formulation.

3. Please describe the method of selecting samples for sterility and pyrogens testing.

We are providing these comments to you before we complete our review of the entire application to give you
preliminary notice of issues that we have identified. In conformance with the prescription drug user fee
reauthorization agreements, these comments do not reflect a final decision on the information reviewed and

should not be construed to do so. These comments are preliminary and subject to change as we finalize our -
review of your application. In addition, we may identify other information that must be provided before we can
approve this application. If you respond to these issues during this review cycle, depending on the timing of your
response, and in conformance with the user fee reauthorization agreements, we may not be able to consider your
response before we take an action on your application during this review cycle.




NDA 21-288
Page 2

If you have any questions, call Jeanine Best, M.S.N., R.N., Regulatory Project Manager, at (301) 827-4260.

Sincerely, \\\0\
7 \ \\ _
SR
Moo-Jhong Rhee, Ph.D. —

Chemistry Team Leader for the
Division of Reproductive and Urologic Drug Products,
(HFD-580) e

DNDC II, Office of New Drug Chemistry

Center for Drug Evaluation and Research e




/{ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Roekville MD 20857
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Debio Recherche Pharmaceutique S.A.
c/o Target Research Associates
Attention: Robert J. McCormack, Ph.D.
Vice President, Regulatory Affairs
554 Central Avenue

.New Providence, NJ 07974

Dear Dr. McCormack: -

We have received your new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for the following:

Name of Drug Product: Trelstar™ LA (triptorelin pamoate for injectable suspension) 11.25 mg
Therapeutic Classification: Standard (S)

Date of Application: June 29, 2000

Date of Receipt: ' June 30, 2000

Our Reference Number:  NDA 21-288

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete to
permit a substantive review, this application will be filed under section 505(b) of the Act on August 29,
2000 in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date will
be April 30, 2000 and the secondary user fee goal date will be June 30, 2000.

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing regimens are required to contain an assessment
of the safety and effectiveness of the product in pediatric patients unless this requirement is waived or
deferred (63 FR 66632). If you have not already fulfilled the requirements of 21 CFR 314.55 (or 601.27),
please submit your plans for pediatric drug development within 120 days from the date of this letter unless
you believe a waiver is appropriate. Within approximately 120 days of receipt of your pediatric drug
development plan, we will review your plan and notify you of its adequacy.

If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should submit a
request for a waiver with supporting information and documentation in accordance with the provisions of
21 CFR 314.55 within 60 days from the date of this letter. We will make a determination whether to grant
or deny a request for a waiver of pediatric studies during the review of the application. In no case,

Food and Drug Administratioﬁ




NDA 21-288 )
Page 2

however, will the determination be made later than the date action is taken on the application. If a waiver is

not granted, we will ask you to submit your pediatric drug development plans within 120 days from the
date of denial of the waiver.
Pediatric studies conducted under the terms of section S05A of the Federal Food, Drug, and Cosmetic Act
may result in additional marketing exclusivity for certain products (pediatric exclusnvnty) You should refer
to the Guidance for Industry on Qualifying for Pediatric Exclusivity (available on our web site at
www. fda.gov/cder/pediatric) for details. If you wish to qualify for pediatric exclusivity you should submit
a "Proposed Pediatric Study Request” (PPSR) in addition to your plans for pediatric drug development
described above. We recommend that you submit a Proposed Pediatric Study Request within 120 days
from the date of this letter. If you are unable to meet this time frame but are interested in pediatric
exclusivity, please notify the division in writing. FDA generally will not accept studies submitted to an
.NDA before issuance of a Written Request as responsive to a Written Request. Sponsors should obtaina
Written Request before submitting pediatric studies to an NDA. If you do not submit a PPSR or indicate
that you are interested in pediatric exclusivity, we will review your pediatric drug development plan and
notify you of its adequacy. Please note that satisfaction of the requirements’in 21 CFR 314.55 alone may
not qualify you for pediatric exclusivity. FDA does not necessarily ask a sponsor to complete the same -
scope of studies to qualify for pediatric exclusivity as it does to fulfill the requirements of the pediatric
rule.

Please cite the NDA number listed above at the top of the first page of any communications concerning
this application. All communications concemning this NDA should be addressed as follows:

U.S. Postal/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call Jeanine Best, M.S.N., R.N., Regulatory Project Manager, at
(301) 827-4260.

Sincerely,

-~ sl

Terri Rumble

Chief, Project Management Staff

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation II1

Center for Drug Evaluation and Research




